The glucocorticoid receptor (GR) is a well characterised sequence specific DNA binding protein. Functional mapping of rat GR has shown that it consists of a C-terminal ligand binding domain, a central DNA binding domain and an N-terminal transactivation domain (for a review, see 1).
. Comparison of the amino acid sequences of the poiygiutamine containing region of the glucocorticoid receptor. PCR reactions were carried out using 2 fig genomic DNA in 10 mM Tris, pH 9.0, 50 mM KC1, 0.1 % Triton X-100, 0.2 mM dNTP, 2.5 mM MgCl 2 using the GR specific primers 5' AGGATT-CTCCTTGATTTCTCGAAA and 5' CATATACAGCCCCATGGACAGTGA. The DNAs were denatured at 94°C for 5 min. before addition of 2.5 units Taq DNA polymerase and PCR for 40 cycles of 94°C (1 min), 55°C (1 min) 72°C (2 min). The PCR products were purified from GTG agarose (FMC BioProducts) and ligated with M13. Recombinant clones (at least 6 per PCR reaction) were sequenced. The predicted amino acid sequences are shown above. The first and last amino acid positions shown are derived from the PCR primers and the first amino acid corresponds to position 68, 68 and 67 in the mouse, rat and human receptors respectively. The amino acids which differ between clones are shown in bold type. PCR analysis of genomic DNA prepared from a Sprague-Dawley rat (Clontech), from the liver of a Wistar rat and from the rat hepatoma cell line J.2.17.2 confirmed the variation in length of this region between different rat strains (see Figure) . The DNA sequence of the PCR product from J.2.17 genomic DNA predicts a polyglutamine tract of 21 amino acids whereas the PCR product from the Wistar rat genomic DNA predicts a polyglutamine stretch of 7 amino acids. Sprague-Dawley rat genomic DNA gave 2 PCR products which encode either 7 or 17 glutamines at this position. A similar degree of heterogeneity was also seen in several cell lines tested (data not shown).
Many transcription factors have been found to contain glutamine rich regions in their activation domains (6) although the function of this region in GR has not yet been determined. Other structurally related DNA binding proteins from the nuclear receptor superfarnily also contain polyglutamine tracts in the same region and in the case of the androgen receptor (AR) this has been shown to vary in length (7) . Enlargement of the polyglutamine tract in AR has been associated with X-linked spinal and bulbar muscular atrophy in humans (8) , indicating that the polyglutamine region is important in receptor function. No gross differences in transactivation function have been reported between the human and rat GR clones which contain 2 and 21 glutamines respectively and it remains to be seen whether differences in the polyglutamine tract can affect the function or stability of the GR in vivo.
